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AB The present invention provides (N) - [ (S) -2 -hydroxy- 3-methylbutyryl] -1- (L- 

alanyl) - (S ) -l-amino-3-methyl-4, 5, 6, 7-tetrahydro-2H-3-benzazepin-2-one (I) for 
inhibition of J3-amyloid release. Synthetic examples for the preparation of I, 
pharmaceutical prepns . , and cellular screen for the detection of inhibitors of 
P-amyloid production and in vivo suppression of p-amyloid release arid/or 
synthesis are given. 

IT 425386-60-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(lactam compound preparation for p-amyloid peptide release inhibition) 
RN 425386-60-3 CAPLUS 

CN Butanamide, 2-hydroxy-3^methyl-N- [ ( IS) -l-methyl-2-oxo-2- [ [ ( IS ) -2 , 3, 4 , 5- 




tetrahydro-3-methyl-2~oxo-lH-3-benzazepin-l-yl] amino] ethyl] -, (2S) - (9CI) 
(CA INDEX NAME) 
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AB Crystalline (L-alaninylamino) benzazepinone derivative I was prepared by a 

process involving coupling of ( S) -l-amino-3-methyl-l, 3, 4 , 5-tetrahydro-2H-3- 
benzazepin-2-one with tert-butoxycarbonyl-L-alanine, deprotection, and 
reaction with ( S ) -2-hydroxy-3-methylbutyric acid. I is useful for inhibiting 
P-amyloid peptide release and/or its synthesis and for treating alzheimer's 
disease . 
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RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation) ; THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 
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release and/or its synthesis) 
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CN Butanamide, 2-hydroxy-3-methyl-N- [ (IS) -l-methyl-2-oxo-2- [ [ ( IS) -2, 3, 4 , 5- 



tetrahydro-3-methyl-2-oxo-lH-3-benzazepin-l-yl] amino] ethyl] -, (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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AB Crystalline (L-alaninylamino) benzazepinone derivative I was prepared by a 

process involving coupling of ( S) -l-amino-3-methyl-l, 3, 4 , 5-tetrahydro-2H-3- 
benzazepin-2-one with tert-butoxycarbonyl-L-alanine, deprotection, and 
reaction with ( S ) -2-hydroxy-3-methylbutyric acid. I is useful for inhibiting 
(3-amyloid peptide release and/or its synthesis and for treating alzheimer's 
disease . 
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RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 



(preparation of lactam derivative useful for inhibiting p-amyloid peptide 
release and/or its synthesis) 
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Absolute stereochemistry. Rotation (-) . 
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AB Cyclic compds . , e.g., R1R15 1 NC (Q) NR15 ( Y) n (CH) pC (X) W [Rl = (un) substituted 
alkyl, alkenyl, alkynyl, cycloalkyl, or cycloalkenyl, aryl, heterocyclyl, 
heteroaryl; R15 = H, alkyl, substituted alkyl, aryl, heteroaryl, heterocyclyl; 
R15 1 = H, OH, alkyl, substituted alkyl, heterocyclyl, heteroaryl; W together 
with (CH)pC(X) forms an (un) substituted cycloalkyl or cycloalkenyl, 
heterocyclyl, which are optionally fused to form a bi- or multi-fused ring 
systems; X = oxo, thioxo, hydroxyl, thiol, or hydro (H,H); Y = CHR2CONH, where 
R2 = (un) substituted alkyl, alkenyl, or alkynyl, cycloalkyl, aryl, heteroaryl, 
heterocyclyl; p = 0 or 1] , were prepared for inhibition of p-amyloid peptide 
release and/or its synthesis. Thus, ( S ) -3- [ [N- ( 2-thiophenecarbonyl ) -L- 
alaninyl] amino] -2, 3- dihydro-l-methyl-5-phenyl-lH-l, 4-benzodiazepin-2-one was 
prepared via acylation of (S) -3- (L-alaninylamino) -2, 3-dihydro-l-methyl-5- 
phenyl-lH-1, 4- benzodiazepin-2-one with 2-thiophenecarboxylic acid. Compds. 
of the invention inhibit p-amyloid peptide production by at least 30% as 
compared to the control. 
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AB Disclosed are compds . RlZmNHYnCHpR2C (X) R3 [Rl = (un) substituted alkyl, 
alkenyl, alkynyl, cycloalkyl, or cycloalkenyl or aryl, heteroaryl, or 
heterocyclic; R2 and R3 form a cycloalkyl, cycloalkenyl, heterocyclic, 
substituted cycloalkyl, or substituted cycloalkenyl ring which is optionally 
fused; X = oxo, thioxo, hydroxyl, thiol, or hydro; Y = CHR4CONH where R4 = 
(un) substituted alkyl, alkenyl, or alkynyl or cycloalkyl, aryl, heteroaryl, or 
heterocyclic; Z is TCX^'CO where T is a bond, O, S, NR5 (R5 = H, acyl, 
alkyl, aryl, or heteroaryl), X r and X ! ' are H, OH, or F or X'X 1 ' = oxo; m, p = 
0, 1; n = 0, 1, 2] which inhibit (3-amyloid peptide release and/or its 
synthesis, and, accordingly, have utility in treating Alzheimer's disease. 
Thus, 3- [ [N ! - (3, 4- methylenedioxyphenylacetyl ) -L-alaninyl] amino] -2 , 3-dihydro- 
l-methyl-5- phenyl-lH-1, 4-benzodiazepin-2-one was prepared by coupling of 3- 
(L-alaninylamino) -2, 3-dihydro-l-methyl-5-phenyl-lH-l, 4-benzodiazepin-2- one 
with 3, 4-methylenedioxyphenylacetic acid. 

IT 209984-09-8P 209984-10-1P 209984-11-2P 
209984-26-9P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of cycloalkyl, lactam, lactone and related compds. for 
inhibiting p-amyloid peptide release and/or its synthesis) 
RN 209984-09-8 CAPLUS 

CN Benzeneacetamide, 3, 5-dif luoro-N- [ ( IS ) -l-methyl-2-oxo-2- [ [ ( 1R) -2, 3, 4, 5- 
tetrahydro-3-methyl-2-oxo-lH-3-benzazepin-l-yl] amino] ethyl] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 209984-10-1 CAPLUS 

CN Benzeneacetamide, 3, 5-dif luoro-N- [ ( IS ) -l-methyl-2-oxo-2- [ [ ( IS ) -2 , 3, 4 , 5- 
tetrahydro-3-methyl-2-oxo-lH~3-benzazepin-l-yl] amino] ethyl] - ( 9CI ) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 209984-11-2 CAPLUS ' 

CN Benzeneacetamide, N- [ (lS)-2-[ [ (IS) -3-ethyl-7-f luoro-2 ,3,4, 5-tetrahydro-2- 
oxo-lH-3-benzazepin-l-yl] amino] -l-methyl-2-oxoethyl] -3, 5-dif luoro- (9CI) 



(CA INDEX NAME) 
Absolute stereochemistry. 




RN 2099.84-26-9 CAPLUS 

CN Benzeneacetamide, 3, 5-dif luoro-N- [ (IS) -l-methyl-2-oxo-2- [ (2, 3, 4, 5- 

tetrahydro-2-oxo-5-phenyl-lH-3-benzazepin-l-yl) amino] ethyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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AB This study investigated the diastereoselective synthesis of three dipeptide 
templates I-III [R = C13CCH202C,. PhCH202C (Cbz) ; Rl = OH], which may be 
regarded as conf ormationally restricted analogs of H-Gly-Xaa-OH, in which Xaa 
constitutes an aromatic amino acid. Bond formation between a-C of Gly and the 
aromatic moiety was achieved by proton-catalyzed intramol . electrophilic 
aromatic substitution. The absolute configuration .of the dipeptide templates 
was determined by single-crystal x-ray crystallog. or by NOE measurements. A 
protective group strategy was elaborated to allow their incorporation into 
peptide sequences by liquid phase as well as by solid-phase peptide synthesis. 
The templates were used to generate enkephalin analog II (R = H-Tyr-Gly, Rl = 
Leu-NH2), modified neurokinin antagonist III (R = N-cyclohexylcarbonylglycyl, 
Rl = Phe-NMe2) and dermorphin derivs . I and II (R = H-Tyr-D-Ala^ Phe; Rl = 
Pro-Ser-NH2) . Mol . dynamic simulations of enkephalin analog II (R = H-Tyr-Gly, 
Rl = Leu-NH2) and neurokinin antagonist III (R = N-cyclohexylcarbonylglycyl, 
Rl = Phe-NMe2) revealed the preference for a turn-like motif for the 
enkephalin analog. The biol. activity, as investigated by resp. receptor 
binding and functional assays, was strongly diminished with all four derivs., 
indicating that their receptor-relevant mol. geometries lie outside the 
examined conformational space. 

IT 207444-02-8P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(preparation, conformation, and receptor-binding of conf ormationally 
constrained aromatic dipeptide template-containing peptides) 
RN 207444-02-8 CAPLUS 

CN L-Serinamide, L-tyrosyl-D-alanyl-L-phenylalanyl- (2S, 5S) -5-amino-2, 3, 4,5- 
tetrahydro-4-oxo-lH-3-benzazepine-2-carbonyl-L-prolyl- (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 
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AB Fused azepinone amino acid derivs . R'R f 1 NCHR1CONHCHR2CONH-W and 

R f :NC( :Rl)CONHCHR2CONH-W [Rl and R 1 combine to form a nitrogen-containing 
optionally-substituted (un) saturated heterocyclyl , or heteroaryl group; R ! 1 is 
H, (un) substituted alkyl or aryl; R2 is (un) substituted (cyclo) alkyl, alkenyl, 
alkynyl, (hetero) aryl, or heterocyclyl; W is (un) substituted mono- or dibenzo- 
or dicyclohexano (hydro) azepin-2-on-3-yl] were prepared for inhibition |3- 
amyloid peptide release and/or its synthesis, and accordingly have utility in 
treating Alzheimer's disease. Thus, 5 (S) - [ (N-L-prolyl-L-alanyl ) amino] -7- 
methyl-5, 7-dihydro-6H- dibenz [b, d] azepin-6-one was prepared by acylation of 
5 (S) -amino-7-methyl-5, 7- dihydro-6H-dibenz [b, d] azepin-6-one hydrochloride with 
Boc-Pro-Ala-OH (Boc = tert-butoxycarbonyl) , followed by deprotection . Compds . 
of the invention inhibit p-amyloid peptide production by at least 30% as 
compared to the control when employed at 10 u.g/mL. 
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Derivative: and pharmaceutically acceptable salts, or S-oxide 

Patent location: claim 1 
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WO 1999-US14096 19990622 ' 
AB Compds. RizNH ( Y) nW [W is a fused ring system, e.g., benzo- or 

dibenzoazepinones or -diazepinones ; Y = CHR2CONH, where R2 = (un) substituted 
alkyl, alkenyl, or alkynyl, cycloalkyl, aryl, heteroaryl, heterocyclyl ; Rl = 
(un) substituted alkyl, alkenyl, cycloalkyl, or cycloalkenyl, aryl, heteroaryl, 
heterocyclyl; Z is represented by -T-CX'X^V- where T is selected from the 
group consisting of a bond covalently linking Rl to -CX , X , »-, oxygen, sulfur 
and -NR6 <R6 = H, acyl, alkyl, aryl, heteroaryl), X f is H, OH, F, X» ' is H, 
OH, F or X* and X fl together form an oxo group, V is alkylene or substituted 
alkylene or Rl and Z together form aryl or (un) substituted cycloalkyl, 
cycloalkenyl, or heterocyclyl; n = 1 or 2] were prepared for inhibition of P~ 
amyloid peptide release and/or its synthesis. Thus, 5- ( S ) - [N 1 - [2- ( 3, 5- 
dif luorophenyl) ethyl] -L-alaninyl] amino-7-methyl-5, 7-dihydro-6H- 
dibenz [b,d] azepin-6-one was prepared by reductive alkylation of 5-(S)-(L- 
alaninyl) amino-7-methyl-5, 7-dihydro-6H-dibenz [b,d] azepin-6-one hydrochloride 
with 3, 5-dif luorophenylacetaldehyde using sodium cyanoborohydride . Compds. of 
the invention inhibit p-amyloid peptide production by at least 30% as compared 
to the control when employed at 10 |ig/mL. 
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G25 = aryl <containing 6-14 C> 

Derivative: and pharmaceutically acceptable salts, or S-oxide 

Patent location: claim 1 

Note: substitution is restricted 
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AB Compds. R 1 R 1 1 NCHR1CONH ( Y ) nW and R 1 : NC ( : Rl ) CONH ( Y ) nW [W. is a fused ring system, 
e.g., benzo- or dibenzoazepinones or -diazepinones ; Y = CHR2CONH, where R2 = 
(un) substituted alkyl, alkenyl, or alkynyl, cycloalkyl, aryl, heteroaryl, 
heterocyclyl; Rl and R' form a nitrogen-containing heterocycle; R 1 1 = H, 
alkyl, substituted alkyl, aryl; n = 1 or 2] were prepared for inhibition of 0- 
amyloid peptide release and/or its synthesis. Thus, 5- (S) - [N 1 - (L-prolyl) -L- 
alaninyl] amino-7-methyl-5 , 7-dihydro-6H- dibenz [b, d] azepin-6-one was prepared 
via coupling of N-(N ! -tert- butoxycarbonyl-L-prolyl ) -L-alanine with 5-(S)- 
amino-7-methyl-5, 7-dihydro- 6H-dibenz [b, d] azepin-6-one . Compds. of the 
invention inhibit p-amyloid peptide production by at least 30% as compared to 
the control when employed at 10 |j.g/mL. 
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